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(54) Utie: A NASAL SPRAY CONTAINING AN INTRANASAL STEROID AND AN ANTIHISTAMINE 
(57) Abstract 

The present invention relates to phannaceutica! compositions for nasal administration comprising: a) a safe and effective amount of 
a glucocorticoid selected from the group consisting of beclomethasone, flunisolide. fluticasone, memetasone, budesonide, phaimaceutically 
acceptable salts thereof and mixtures thereof; b) a safe and effective amount of a fast acting antihistamine selected from the group 
consisting of acnvastine, carbinoxamine. diphenhydramine, chloropheniramine. brompheniramine, dexchloropheniramine. doxy lam ine. 
clemastine, promethazine, trimeprazine, methdilaztne, hydroxyzine, pyrilamine, rocastine, tiipelennamine, meclizine, tripolidine, azacadine, 
cyproheptadine, phenindamine, pharmaceutically acceptable salts thereof and mixtures thereof; and c) an aqueous, intranasal carrier wherein 
Che composition is free of capsaicin and, preferably, free of go^^dfizs or granules. The present invention also relates to a method for the 
treatment of symptoms associated with seasonal or peTenniaT allergic rhinitis comprising the administration of a safe and effective amount 
of the intranasal pharmaceutical compositions of the present invention. 
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A NASAL SPRAY CONTAINING AN INTRANASAL 
STEROID AND AN ANTIHISTAMINE 

5 TECHNICAL FIELD 

The present invention relates to novel nasal spray compositions comprising a safe 
and effective amount of a glucocorticosteroid and an antihistamine. 

BACKGROUND OF THE INVENTION 
Allergic disorders remain a leading cause of both acute and chronic illnesses the 
10 world over. These illnesses are often times present in the form of acute or chronic 
rhinitis. The symptoms of allergic rhinitis are nasal, ocular and palatial irritation, 
sneezing and hypersecretion. These symptoms occur following exfK>sure to allergens. 
The main allergens are usually grass and/or tree pollens, hence, allergic rhinitis is 
common during the spring and simuner months. 
15 The symptoms of allergic rhinitis are believed to be due to the stimulation of H-1 

receptors by histamine, followed by reflexive activation of parasympathetic nerves 
causing increases in nasal secretion and obstmction. Histamine is initially released from 
the tissue mast cells upon sensitization of the mast cells. This sensitization results when 
airborne allergens combine with specific IgE antibodies attached to mast cell membranes. 
20 Antihistamines and/or decongestants have traditionally been the drags of choice in 

treating allergic rhinitis. Other forms of therapy include the use of cromolyn sodiimi, 
hypenonic salt solutions or in^ 

Hagen et al., U.S. Patent 4,767.612 . discloses nasal, corticosteroid therapy as an 
effective means of treating allergic rhinitis; and is herein incorporated by reference. The 
25 effectiveness of these compounds is limited, however, by the slow onset of action 
charact^stic of nasal cortico^roids (activity generally opdurring. anywhere from 1-3 
days) 2^4, occasionally, the ocpiirrence : of " break-through symptoms. For similar 
reasons;; such products also tend, to . .. 

, Notwithstanding the man^Jr disclosures in the area of allergic rhinitis, there is still a 
30 .need for additi^mal formulations free of iiritating powders or granules as well as irritating 
drags such as capsaicin whiiiih 'provide fast and improved^ sjonptomatic relief with 
' iiicieased user acceptance and coimp 

; Hie present inventor has ifound that by combining a nasal corticosteroid with a 
fast acting antihistamine, not only is the delay in onset considerably decreased, but the 
35 resulting compositions of the present invention also provide improved relief of those 
symptoms generally associated with either seasonal or perennial allergic rhinitis. 
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Additionally, combining the antihistamine with the nasal steroid results in improved 
symptom relief (e.g., improved nasal and ocular symptom relief). Furthermore, intranasal 
administration of antihistamines requires dosage amoimts less than those associated with 
oral admihistfatioii, thereby effects (e.g., drowsiness). 

5 By addressing siich problenis, the compositions of the. present inyem^^ 
impirbving overall patient TO , 

It is, theirefore, an object of the present invention to provide pharmaceutical 
compositions having improved effectiveness in the treatment of symptoms, generally 
associated with either iseasohai or peren^ , . . 

10 Another object of the present invention is to provide an irritant jfree 

ptiaiiiiaceutical composit^^ use in the ti^toent of s^ptom^^^^ associated 
with either seasonai br TOreiiniai allergic rhinitis. _ , ^ , . 

A further object of the safe and effective method 

Ifof treating «;kk>rial'br^ rfiimtis. 

IS These objects and other objects will become more apparent from the detailed 

description that follows. 

' Hie present inventioii relates to pharmaceutical compositions for nasal 
administration comprismg: 
20 a) a safe and effective amount of a glucocorticoid selected from the group 

consisting of b^cldnietha^i^e, flunisolide, fluticasone, memetasone, 
budesonide, pharmaceutically acceptable salts thereof and mixtiires 
thereof; . . . _ 

. . 6)' a safeWid eSective amotant of a fast acting antihistamine selected firom 
25 ' * * the CTOup consisting of acrivas^ diphenhydramine, 

chldrbpheninucxmie, brompheniramine, dexchloropheniramine, 
doxylamine, clemastine, promethazine, trimeprazihe, methdilazine, 
hydroxyzine, pyrilaniine, rocastine, tripeleniianxine, nieclizine, 
trinn>1if1inr, ar^'*^^^^^, ^yp^"hgptaf<inej phemhdamine pharmaceutically 
30 acceptable salts thereof and imxtwres thereof; and 

c.) an aqueous^ intranasal carrier _ _ 

wherein the composition is free of capsaicin and, preferably, free of powders or granules. 

The present invention also relates to a method for the treatment of symptoms 
associated with seasonal or perennial allergic rhinitis comprising the administration of a 
35 safe and effective amount of the intranasal pharmaceutical compositions of the present 
invention. 
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By "symptoms associated with seasonal or perennial allergic rhinitis" is meant 
ocular and palatial irritation, sneezing, muc9id hypersecretion, nasal, congestion and 
' itcKing. 

^.jii :o ^ :ct-^V.» ' -Ji JOr-'P r^^i'r^ -:*ir''^:M.:'; ' i . . i • * * 

By "safe and effective amotmt," as used herejn^Js an.amqunt that is effective to 

^ .v.^: - r:^ •:/::'r. f i^srveJoi v-:.:7r/v^ vo';ivn ^* fr' 

5 mitigate and/or treat the symptoms for whiqh the active ingre4ient is indicated in a human 

' without iindiie adverse side effects cbnuheiisurate with a reasonable risk/benefit ratio. 

By "fast acting," as used herein, refers to ^n onset of action which occurs within 

15-30 minutes after admimstration. 

The pH of the compositions is pref<^rably from about 5 to alwtit ?, more preferably 
10 from about 5.5 to about 7. 

All percentages and ratios herein are by weight unless otherwise specified. 
Additibhally all measuremehts are miade at 25fC unless otherwise specified. [ \ ^ 
DETAILED DESCIUPtl(tyN 
The compositions 01 the present myention.conf^ the essential components as well 
15 as various optional components as indicafefl. below. . . 

* More ^cificaiiy; &e compositions of ifie present invention ^e fo^ nasal 
administration and contain a therapeutically §grfe and .effective amount of the 
pharmaceutical agents descnbea Keremr "They lare ^pref^ provided as, isotonic 
aqueous soluuons, suspensions or viscous compositions which may be buffered to a 

20 selected pH. . ^ . . ' ^ . 

. Essential Ingredients . 

Glucocorticoid Agents 

Agents within this class have potent glucocorticoid activity and weak 
mineralocorticoid activity. Glucocorticoid agents most .useful ta the present invention 
25 include those selected from the group consisting of beclomethasone, flunisolide, 
fluucasone, memetasone, budesonide^ pharmaceutically acceptable, salts thereof and 
mixtures thereof. 

When used in thje compositions of the present invention, the glucocorticoid 
co^^ is preferably pre^ qf from about 0.001% to about 0.1%, 

30 niore p^^ ^« » - . - » 

Antihistamimc Agents 

Antihistamines most useful to the present invention are histamine H-1 receptor 
antagomsts i^ch are fast acting. Such H-1 receptor antihistamines may be selected from 
among the following groups of antihistamines: alkylamines, etfaanolamines, 
35 ethylenediamines, piperazines, phenothiazines, piperidines. 
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- Exampleis of useful fast acting antiKistaitiines include acrivastine, carbiiioxamine, 
J diphenhydraniirie^ chlorbpUeniramine, brompheniramine; dexchlorbijKeniramine, 
' ' doxylaminej Clemastine; prometHaziner^^tTimeprazihe; * methdilazine, hydroxyzine, 
' pyriliniine/tripelehh^ cyproheptadine, rocastine, 

5 phehindamine* br^I>haifir^ 

limited by theory, it is believed that the antihistamine additionally improves t^eiclefivery 
of the gliScdcGtttcoid, irapc^v^ in the 

cbmpdsitidns of tlie -pres6iSt* inveHidnf thib 'ahtiHst^ Is preferably present 

at a concfentratibh of from abbui 0:01% to a^ preferably frbni abbu^ 0.01% 

10 .V td about 1%. - ' ^--^'^'^^n ^^i-'-^-p-^ -.r: ..r-' i .r... 

' Pharmaceuticallv-Acceptable^^^^ Garrien^ ' ' " ' ' ' ' ' 

0.^: r. r.^ Oiie^ other Essential cbihpdrie'nt of the ^ p^ ihveritibh is a phafmaceiitically- 
- aceeptableahl^^ niSsal cdni{i6sitioii is isotonic^ i.e:, it has the 

^same MQisnibidc pressure ^as blood and lactimai fluid;^ The desired isbtomcity "of the 
15 V Cdmpositibns bf this invention may be^ usiiig, 'for example,' the sodium 

chloride alrei^y ptesient, of o^ agents "such as dextrose, 

bdric* acid, citnc^ acidV sddii^ taitihatersodium ph^^ propylene 
N; glybblbf other mbrgaiiic br"^ Soditim'^chlbride is preferred particularly for 

buffers cbhtaiiiing sodium ^o^^ ^Fi^^ equiv^ehts are 

20 disclosed in Remincton's Pharmaceutical Sciences pd> 1491-1497 cAlfoiisb Gerinaro' l^^ 
. / e#^1990X which is hferem ^ 
i- . Most pireferreid for 

isdlutidhs Which genei^^ fiiUy described* in 

• Riemington'^^^^ 17fh edition (1985)^ p: 835/ Winch" Is het^ 

25 ' incotpbrdted^^y reference.^^ The salt if present in^ at a level of abbiit 0.01% to 

> about 2%, preferably froih abbut 0;5% to'abw^u^^ fiforn about 

: 0l5%lb^abbut-«^5%^-'^ ---^nv-S :. < ^ ^ ^ 'y- '-^^ ^' ■ ' *" " ^ 

The combidiatibn of any of the above described antihistamines and glut^ocditidoids 
caii be convenicintly aidMnistCTed nasally to warm-blooded ariimkls to elidt the desired 
30 i therapeutic Vespbhse by formulating it into a nasal dosage form^ together with a hbmoxic 
pharmaceutically-acceptable nasal carrier. Suitable nontoxic pharmaceutically-acceptkble 
' nasal 'carriers are Sdiovvh to those skilled in the art and are also fully disclosed in 
■ Refmingtoh's Pharmaceutical Sciences, 17th edition; 1985: Obviously, the chbice of 
suitable carri^sr forms will depend on the exact nature of the particular nasal dosage form 
35 ' ^'required, e.g;v whether the ding is to be formulated' into a nasal solution (for use as drops 
or as a spray), a -nasal suspension, a nasal ointment, a nasal gel ot another nasal form. 
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Preferred nasal 4ps^e, forms are solii^ioii^, suspensions and gfls, which normally contain 
.sodiurn chlorijle.in a major, amount of vj^ter (pjifeferable puiified water) in addition to the 
, of other;, ingredients such asi pH 

^ an. ?f i!f5Y^*^^^^^x^^^8 AM:^vW^y}<r<(!^S^m>' my -also be 

-ri; i5 0 y?a tqpcjihftpplicsatipn of 

, = 3^^ f!5c-^^^^^"?-!?^f*s^/'!i'S^^^^ of topical, application to 

10 the nasal mucosa may vary, depending upon personal needs, but it is suggested, as an 
example, that topical application, !^^ fJ^PSVj^Pce.per.day 
- -.^^^^'j preferably twu:^ <^JI^, mpst.pre^rahly ,9nce ,dm^ practices matter the 

^; .selected tiie^ ppmppsi^ions wjlj^no^m^ly.. be,prepa^^ unj^dosagft ifoijns or 
; ^° 'r^B^'^j^e^utifi^ly elective amoi^njl?, gf the ^lei^^ ^histamine jand 

J ife3???^9a^^P^' ft^ctio*iS;Jof :tite^ dosage units or 

m^iltiple dps^e units jvall^.be^enjf^yed.,^ to 

. :r1v"y?~ :?^,^^^-?,9icg:to,9tK>ut frppoabPVit 5 

,,:.mg to about 75 .pg p^^^^^ 

ivJ^^^JKy^^P^^^^S""}- 4 4°^ i?P?tam?9»^e u^jjfaxe-spi^y^ per nosojl. ^ I ... ; 

20 .Optional Ineredioits •. ... - .,.,._.„.,.;.,.- f.'-.^tti 
An additional antihistamine may be op^onally incpjcpprate^ ^i^ 
oi..9ff^f^-J^lf^W} W^P'^^^r Such .smtUiistamines wouM,pre)ri^fy^iii^^7thp$e: having a 
ni ^f'^^K?^' aotiqn greater thanj;$ h««rs..i, ;E;^sm;ipa<«,^.gf .;S^ 
r-i:.-^?^*^^^*^^^.**^*'^^' cetirizine^ jEBtemizplc, ^a^tJ^;-keuga^ea^^ 
> *5vc>cabastine, m^ui:Mizine, ^pxatomide, . setast^ tad|ylluie, , ,-te^lastii|t(^.;a or 
. pl^rm^euti<^ly acceptebljp salted mdjmxturesvtiierepfo, Active metabolites, pf the abpve 
antihistamines may also be used. Examples of such metabolites«are idisclps^ in: U.S. 

issued, ^priL45, 4^7^ ancj M^h.3,, ,1581, respectively, 
®^ issued .pAcemb»,.2^^^^^ and 

r. ^^P^^^?f!^^^?^.*^^.9f. ^P**; in their 

c ; t c . 9P**?°i^ J useful in thje piysent invention ^ include decongestants. 

, -^P^'^^estants usefiil to the:, prespnt .invention naay be selpcted from among, the class of 
sympathomimeti9 agents; examples of which include pseu^oephedrine, desoxyephedrine, 
Propylbexedriiie, phenylpjgopanolamine, xylometazoline, phenylephrine, tetrahydrozoline, 
n^liazolin^, oxynaetazoline, tramazoline and,, pharmaceutically acceptable salts thereof 
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Also useful ^s decongestants are thi^ 5-(2-imidazolinylamino)benziniedazole compounds. 
/Mixtures of these decongestants can also'be . . I v. 

^Whenriised -in the compositioM^^ preseht invention, the syiiipathdniimetic 

agents may Jb^^ from about 0,01% to about 

5 0.5%, more preferably 'frbni abdiif 0?05% tc^^ut (Kl^ ^ - - ^ .. . : ; - 

The compositidrfs oiF the'^pres^ht'^invehtidh may cohtSain a kanthihe d'erivaiive 
sucb as caffeine and mbthyixanthine and the^ Gke: f The xanthine derivative may preferably 
he incorporated atrconcentrations^of fronicSsbout 0.01%^to afeout'1%, niost-'preferabiy 'from 
. about 0. 1 % to about 0.5 Mixtiures of xanthine' derivatives may also be ihcorjporated. " 

10 \ . The compositions of the prese&t 'ihv^^ Suiiable 
antiallergics include, but are not limited to, cromolyn, ketotifen, N-aIlyl-{dichlor6-3, 4- 
ben2yl>2^methylamino-2rpf6paridl- 1 i - < AF^S82v - (PhimTiaprojects ' Nof'^ 3055-under 
, investigation by ^>Ariad Phaknaeeuticals/, Ahdolas^^ oxatamide 'and phaimaceuticaily- 
f acceptable salts therepf?.^ Mixtures 6f thes6 ^tiallergics may aliso be lised: * ^ ^ - • 

15 r :> Simliiarly, oihucolytics such as'^ ^aqef^^^ anticholinergics sucH as 

iT aratropium bromide niay also be used in th^ compositions of th^ present invention! 
in. L : vAlsQ. of optionad-^ lise ^ in the compositidns df - the present invention are nonopiate 
anaTgesics suc^^^^ T^^-^iiiti-iua^ described ini Namiki et 

alvj : Shidies;On improvemeht of pKaritiactititic^ preparations t>rescribed in hospitals/ Vi. 

20 oxaprozin nasal sprav> Drug Design and Delivery 1988;2:pFi. 311-321v ' hcrfeiii 
incoiporated; by* reference. Furthertexamples Of preferred nonopiate analgesics include, 
but are not lirnited* to, acetaniinbpheh, acetylsalic^lic aci^ ibuprofen,- etoddlac,^ ' fen- 
buprofen, fehoprofen, ketorolac, - flurbiprofeii, • indbmethacin; ketoprofen,^ naprbxeii, 
pharm£u:eutically-^aiscei)ttiblev$Mts t^^ raceniate$ thereoiF and inixtures 

25 thereof. - PrefdEted foir .use herein gfe the S{+) isomers of the nonopiate analgesics. ' Still 
further exainples;of such drugs, are disclosed in U.S. Patent No. 4^522,828, to Sunshine et 
al., issued Jime-U; 1985; this patent being incbrpc^rated herein by reference ihc its entirety. 

. Synthetic opiate axialgesksHsuch as butbrphanbl may aliso be incorporated into the 
coinpositions of^the preiSent* invention: " intranasal use of butbiphaiiol is described in 

30 Baumel, MigraineV- 'A phaj-fnacblogic review^ with newer options and 'delivery modalities. 
Neurology 1994;44(supp):pp. sl3-sl7, herein incorporated by reference. Finther 
examples 'of preferred synthetic opioid analgesics include alfentanil, bupreribrphine, 
fentanyl; meperidine, methadone, nalbuphine, natfexone, propoxyphene, pentazocine, 
sufenanil, phaimaceutically-acceptable salts thereof and mixtures thereof. ' 

35 . ^ Leukotriene receptor antagonists may also be incoijiorated into the compositions of 
the present invention. Siutable examples vinclude, but are not limited to, experimental 
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agents, such as Zafirluk^st (Accolate, Zeneca), MK-571 (Merck; Sharp - and Dohme), 
LY171883, Wy-45,91 U LY163443, ONQrRS^l Hand ONafiRS-347 andlGr 198,615.» A 
1x191:6. detailed discus of leiikp^jsne rjpcjeptprjwta^onisits i&^feundhin European Patent 
^gplication 31 8093., an^ ;i Fleisch, J> H,.^Develoom en^of Gvsteinvl Leulcotriene ttecentor 
5 Antagonists. Vol. 12 Advances Iflflaii^ffia^^^^^^ 

l^38)j.j3Qth Q 7 
\jr.r.i^^fP?^?f8? rJfi*¥Mt|pg : cpmpoundsiv iiM^r. . jd'sai / h incorporateaiidnta: the 
coinijositionis of the prraent Inyenljion, , ' Sui^bte exampiesj are discussed in U,S, -Patent 
4,873,259,, to Sunw^rS:; et al.^ vissi^edrPotphej^ IChi 98ft rand U:S: Patent 5^037,853^ - to 
^ ^ - W?4 bo!^ o£ vfWcb§^ Jiereiix iiiGO^ by reference 

^intheii:,entirety. ^ ,rv;-rao 1- .0; h^^' ,^L:;'->: . v^c::!?.. 

rv: ^P"^^;?:?PI?|PO^?^^(e-S-^aW^ .«ste^Xmay also be:used;; T^ 

^^9P?^*^5 i^^ude^ ,|pr «?^Rle^ menthpJi^ ca|i3pheiv'^c^yp^ 
almond); citral (lemon, lirne); n?ral; ^eewal <pc^e; leraon);.^dehyde €^«^iddc^^^^ 

^4;?ldebyde C-12 (citrus firuits)^ tplyl g^J^ ^ond); 2;6-dimethyl'Kx:tanal 

(green fruit); and 2rdodecen?J (gij;^ components 

.^^itoble for use in thc^ descrjbcd^ ihi U SgPatent 4,136. 1 63 

i^Pi l^SW:^* al., U.S. Patent 4.459.425.;tovAm£f«»;efe:gf:. .aad: IJ[vS: Patent 4.23D:6«8 -to 

20 aromaticsc^ v^-^iV'l ...r- : kC .y^ii;:^..„^v:i\:^c^ 

,t ,r: yi^sitx tb? <P9nipQsiti0m niay -be. jnaintained. at the selected levd *u$ing :a 
phariMcey^ agent MeUiy I cellulose is^pieferted because it is 

:!^M3fx:and econonaicgdly^ayaila^^^ is cssy to Work wtfc-:> suitable thickening 
agente 3 include* fog example,, xaa^ipn' gutni mieiQfifystalUiiedi^ilutose^.carhQxymeA^^ 

25 cellulose, dhitosaiii hydcoxyprQpy{I^^^Uul0S1^,T ^^^^ 

hydroxymethyl cellulose, hydrojcy^thyl ceJlulqseVrtfarhcwc^^ and 
thp like or pham^^ salts |hi(5repf^^; M agents, may also be 

u?ed* r The preferred conecntx^tipn ipf ihe^ thickener ^vill dep^ agent selected. 

The jmpK?rtant; point is .tp use. an, amount wMch will aehiwe-the^^ 

30 yisc9ix? com|x>sitipM prepared frpm: spj^tip^^ of such 

thickening aget^ts,:.-^ ■;^c:r.. : r- .:v-.,<' :r ' c v-^ 

V . : Preferiied con^sitions vsdthin the scope of>this invention will contain from about 
Q.Oiyo .to about 5% of a: |iuni?ctant to inhibit drying of the mucous membrane and to 
prevent irritation. Any of a variety ofcpharmaceutically-acceptable humectants can be 

35 employedincluding, for example sorbitol, propylene glycol, polyethylene glycol, glycerol 
on mixtures thereK^f. As with the thickeners, the concentration will vaiy with the selected 
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agent, although the presence or absence of these agents, or their concentration iis not an 
essential feature of the invention. 

Enhanced absorption across the nasal rmembrane can be accomplished employing a 
therapeutically acceptable iSurfactani/ • - TyiSicar useful surfactants for these thierapeutic 

5 compositions iiielUder^blybicyethyle^^ of fatty ^a£id par^al esters 6f sorbitol 

anhydrides such as Polysorbate 80, Polyoxyl^O* StMjrate, PoiybkyletiiyleiiVSO Ste^^te 
and Octox>'hoUi ais well as Oxyethylated tertiary oct$^F phenol' formaldehyde polymer 
(available from ^ Sterling C>rganics The usual 

concentration is from 0.5% to 1 0% based on the total weight. - ' 

10 A pharmaceutically-acceptable preservative is generally employed to increase the 

shelf life of the Compositions of the present invention/' -'Benzyl alcohol is suitable, 
although a variety of preservatives including, for ex£utiple; parabehs, phenylethyl alcohol, 
thimerosal, chlorobutanol, phenylmecuric acfetaSte or behialkiDniiim chloride may also be 
employed. TKe'^most preferred preservative %stem' for us^ herein comprises a 

15 combination of benzalkonium chloride, chlorhexidine -gluconate and disodium EDTA. A 
suitable concentration of the preseiS/ative'wiirb^ based oh the total 

weight, although there may be appreciable variation depending upon the agent selected 
Mixtures of these preservs^ /.^ • 1 

* ; X Gombinations of any of the aboV^^^^ may klso be'ihcoiporatisS 

20 Other Optional Components - ^"A variety'of additibnai irigredicfhts may be'added to 

the emulsion compositions of the present invention. These additional ingredients inclucie 
various polymers' for ^ aiding' 'fee film-fonhin^ properdtes^ and*^ substantivity of the 
formulation, presetvatives for maintaining the antiimcrdbial integr^ of the coihpbsitidnis, 
antioxidants, and agents suitable for aesthetic ptirposes such as fragrances, pigments, and 

25 '"coloringsir.v::-, re ^- -^ilv-rvc-- u^^^^-^:' -r^^- " - ^ ' n--^/ 

' r ' The cbmpositioiis can also contain low levels^of insoluble ingredients added, for 
example for visual effect purposes, e.g.' thermociirbniic liiqiiid crystalline niaterials such 
as the microencapsulated cholesteryl esters and chiral nematic (nonsterol) based 
chemicals such as the (2-methylbutyl) phenyl 4-alkyl(oxy)ben2oates available froir 

30 Hallcrest, GlenView, Illinois 60025, U.S.A., Mixtures of these^anii'the above ingrediem. 
may also be usedv^ r > ; . 

EXAMPt^pS ; - 

The following examples further describe and dembhstraie embodiments within the 
scope of the present invention. The examples are given solely for the purpose of 

35 illustration and ar^ot to be construed as limitations of the present invention, as many 
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variations thereof are possible without- departing from the spirit and scbpe of the 
invention. . : 

•• - ^Example L -. . v. 

. ...The intranasalJy adiniiust€?red phann^ 
5 is ,prfp^^ by combining . the. foilqwngj cojrnppnenife ,uti|^^^ 

.„^£hiyqu,es,si.mikff to^A^^ .. ,. 

■;5.'rv;'v> --rv .IT, 'C^fflP?^*'!^'::.: • I: //ir v.-;,-:.; ..g p-.. . •Wgt.%.-.t>..:«'> rr.. 

. a.'; /: T y r; . " '^*9™?*^9'^,dipi?»Rripnate,.nj^^^ •<.. .0.042 . c;;,: .j 

cWorpherj^ramiiie , ., 5,.,. . • . , •/ . .O.500 i-^ r <. . 

-.frldrM;- io.;:,:. •'i!f??«>sen'r«r:;vni i/^t;--vTi -d; -^.^ >5.1,00 ' ' ...Ik 

:-■ r . PPterbate_^Pc>.5 .v|o.-ii:'ic»ru ^.•y.;VH.-t:r.-.:r.. . .a.OSO.:- y -3^. 
.;-! vf.v: l^!^kQpiu|?» cWpride. -.ni •■i'i:Ti5vr.>'':. .P.,Q2Q. , .-^ n;"'* 

.;^;5n>ir. ^ phenyl^thyLaic^^qi-. ;-vv; -Eo-ijO.OaS -.^v 

/• .^r-;,:: ■ . .^listiU^d wa^, m-uy.a^^q^S. iQOmI s-; .' . 

li^liprociystalline ocellulose,., an<| r*?p4i}«n .carbojfymethyl.icelliUosek^;:^^^ FMC 

In an appropriately sized vesset^tfee5?!bs«e Hs,^4.aa^ients- are; added; ooerat Ja 
^<?riWiA.nuxing..allpwingjfMb hext-ri After all the 

20 ji^^ients, havcj.been added, pufL^ied yy^f, used ^^bringr^thjs Mtch to, the„%^opriate 

.ft Ic P/^JWoxHaately a.5 grains of-^e pflifiposiitipn is «s6d-for topical 

- . ;v -5 •. ■ '■->. -Exampte-JIr ?;i-3>-.H:i,.-? •;. nf .^'; ■ •-.■!;•.„•.;,>.•-; -ir 

25 The intranasally administered phatmaceuticai composition of die present .mvention 

is pr^[»red,^J3y combing Jhe ,_fpllQvyjng cpnspqM^ 

! X r^T'f.-. - jtL- ..-^jfi 1.-11:;-:;' - -i: 7---.7 'v'.'t'.' .-.J brjr;irj.:'.,--2.-.:;,;>. • • ..• 

flunisolide 0.02§ . , m,.. 

chlorpheniramine 0.350 

- ' . ;. ol?y«M?abastine ^ ^. , 0.0125.. 

. ) • - : • propylene glycol .= ^ 2.000 

35 polyethylenje glycol - 1.000 

ethylenediamine tetraacetic acid 0.050 
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w benzalkonium chloride . . p.OlO . 

: ' _ : (distilled water . ^ : ; / - : 

The above ingredients are com^ . ;v. ; V > .V- ;^ . 

. Adminispration-o^^ of ^? composition is . used for topical 

5 . nasal applicatiori to proyideTeUef&pm alle^^^^ allergy-like synaptpn^s, ^ ; ^ ; - 
,,,,C:m-:-./ - :"v:-;: J/.c;:;;.^.r;./ ExamplelH ■■ ;., r,,:;.. . 

. - The intt:anasally adniii^stCTed.pharmace cpmpo^ition of the prescntj.inycntipn 
is. prepared by: combining, the following components: utiliziiig .conventional mixing 
^techniquesisimilar to that described in Example J. ^ . . i . , 
10 • . y-' •v:r. V ;•• Component r.^r . :..-r. '^ir -.v .ri- vid/. Wgt%-i..;.:: ; - . • ; ; 
i ; - .; ' ^ ^triamcinolone acetonijd^^^ r.y . ^^-^ ; 0.050 :> :; ; :> 
:y:.^^^:<^::r■^:, .--:x.acnvastine HCl^ .^.^^^^^^ ^v^; ^- 0.100 

15 r - \ hydrpxypropyl methyl, c«ll^^ i^i ' r^r^OO , 

' i 1 : ! r-^s ?thylenedi^ P-050 .^ 

b^izalkpnimnc^ ; r . - ^ ^.0.020 . , , 

distilled water q-s. 100ml 

Administration of approximately 0.5 grams of the composition is used for topical 
20 nasal application to provide relief from allergy or allergy-like symptoms- 

Example IV 

The intranasally administered pharmaceutical composition of the present invention 
is prepared by combining thet following components utilizing conventional mixing 
techniques similar to that described in Example I. 
25 Component Wgt % 

beclomethasone diproprionate, monohydrate 0.042 
chlorpheniramine 0,500 
oxymetazoline 0.050 
avicelRC-59ll 1.200 
30 dextrose 5.100 

polysorbate 80 0.050 
benzalkonium chloride 0.020 
phenylethyl alcohol 0.025 
distilled water q s. 100ml 

35 Imicrocrystalline cellulose and sodium carboxymethyl cellulose, supplied FMC 
corporation. 
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Administration of approximately 0.5 grams of the compasition is used for topical 
nasal application to provide relief from allergy or allefgy-like ^symptoms. Additionally, 
substantially similar results are also obtained using; in Whole jor in* part, equivalent 
amduhts of -dtheir'glucocdruddid^iagehtsi'su^ a^ nuti'caso'ne,'sm^ 
5 pharmaceuticaliy "acfceptabfe saltS thereof Sfid*^iixtitfe^ thei^b^^ usihgy in whole or in 
part, equivalent amounts of other ^fist^-'^cfing antihistamines such as carbinoxamine, 
" diphehhyaifanii l^rompHemx^ine; - -cl^masftine, 
prdmethazirie; ^rocastin^^^^ triin^raziiie, i'lheUiliilaztoe, fiydfdxyzihe, ' p)^l2taiine, 
tripelennamine, meclizine, triprolidihe; ' • ascaladin^; ^ "cytiiroHeptadine^ - pK6nS<damine, 

10 pharmaceutical! acceptable salts thereof and mixture^ fliitfreiof: Furthermore, the above 
described compositions may also cori^uh ^ -a • sj^ amine such as 

pseudoephedrihe; phenylpropanolamine, phenylepihriher teflrahydrozoline, naphazoline, 
oxymetazoline, tramazoline, 5-(2-imidazolinylamino^betiamfedlazok pharmaceutically 
acceptable salts thereof and mixtures thereof. Those skilled^in^tiM^art will quickly realize 

15 other suitable ingredients, diluents and -dosage Tornfis fo^ ascertain such using 

routine experimentation) which ma^ ftiftK^4>e above compositions 

v^thout departing from the scope and spirit of iKfe^presSraiffi^ 



' - • , ' . .--f-y . .- f.. 
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What is claimed is: ' - ....... ^^...5 

1. A pharmaceuticai composition comprising: 

ay a' safe and eflpKdvelam select^ from group 

consisting of beclomethasbne,' 'fiunisoliide, fliiticasone;^ niemetasone, 
budesonide, phannaceutically acceptable saits thereof and mix^s thereof; 

' ' ' b) k s^e'aiid feff(^'v& ^buiit^ selected firom the 

group "consisting' of acnvastihe, " carBmoxamine,' ' diphenhydramine, 
chloropheniramine, brompheniramine, dexchlorophenirsimine, doxylamine 
fclemastirie/ ' promfethiM bimeprazine,/ methdilazine, 

hydroxyarie/ piotilaiS^ mTCliiihe^ tnpix3lidine, as^dine, 

cyproheptadine, phenindamine, phannaceutically acceptable salts thereof 
and mixttires thereof; and 
c) an aqueous, intranasal carrier 
wherein the composition is free of capsaicin. 

2. A composition according to Claim 1 in the form of an isotonic aqueous solution. 

3. A composition according to Claim 1 or 2 wherein the glucocorticoid is 
beclomethasone. 

4. A phamiaceutical composition according to any one of the preceding Claims, 
which further comprises a sympathomimetic amine selected from the group 
consisting of pseudoephedrine, phenylpropanolamine, phenylephrine, 
tetrahydrozoline, naphazoline, oxymetazoline, tramazoline, phannaceutically 
acceptable salts thereof and mixtures thereof. 

5. A phamtiaceutical compositions according to any one of the preceding Claims, 
which frmher comprises an additional antihistamine selected from the group 
consisting of terfenadine, azelastine, cetirizine, astemizole, ebastine, ketotifen, 
lodoxamide, loratadine, ievocabastine, mequitazine, oxatomide, setastine, 
taziiylline, temelastine or phannaceutically acceptable salts and mixtures thereof 

6. A pharmaceutical composition according to any one of the preceding Claims, 
which further comprises a non-steroidal anti inflammatory agent. 
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7. A pharmaceutical composition according to any one of the preceding Claims, 
which fiirther comprises a lipoxygenase inhibitor or antagonist. . , ^ 

: • .'rV'.i -,»aV-> 'k'^^J"-- -j: :rr..A" \ 

8. A pharmaceutical composition, according to any one,, of, the preceding Claims, 

' ^' which further comprises a, npnopiatcMwlgesic^^^ . 

9. A method for treatment of seasonal allergic rhinitis or.using a safe .and. effective 
^ amount of the composition of any one of the preceding Claims. , 

10. A metHod for treatment of perennial allergic rhinitis using a safe, and effective 
amount of the composition of any one of the prece^ing.Claims. .^^ v 

'ic^tr^ii: r*-M;^:.-:? ^nr;:>Rr-:tcn?:, ."■::i':ThsK;v-;v^ .:i'ii:-:;qir::.'.:5-(:, 

/i::eT5r:xj ^'isujjruv bit: 
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